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PETITION FOR RECONSIDERATION OF RESTRICTION REQUIREMENT 
UNDER 37 C.F.R. §§ 1.13 AND 1.81 

WITH REQUEST FOR EXPEDITED HANDLING 



BOX AF 

Commissioner For Patents 
Washington, DC 20231 
Sir : 

This petition is submitted under 37 C.F.R. §§ 

1.13 and 1.81 to request reconsideration of the 

restriction requirement in an official action dated 

January 25, 2 001 and the examiner's denial, in a 

subsequent official action dated October 5, 2001, of the 

petitioners proper request for reconsideration under 37 
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C.F.R. § 1.111 dated July 23, 2001. This petition is 
timely filed concurrently with a Notice of Appeal, and 
the fee of $130.00 due under 37 C.F.R. § 1.17(h) is 
authorized to be charged to Marshall, Gerstein, & Borun 
deposit account number 13-2855. The petitioners 
respectfully petition for reconsideration in view of the 
fol lowing remarks . 

STATEMENT OF THE FACTS INVOLVED 

I. THE REQUIREMENT FOR RESTRICTION 

In the official action dated January 25, 2001, 
restriction was required between the claims of Group I 
(claims 1-12 [sic: 8] directed to compounds, composition 
and use, classified in class 514, subclass 292), Group II 
(claim 9 directed to an intermediate, classified in class 
546, subclass 158), Group III (claim 10 directed to an 
intermediate, classified in class 546, subclass 159), 
Group IV (claim 11 directed to an intermediate, 
classified in class 546, subclass 162), and Group V 
(claim 12 directed to an intermediate, classified in 
class 546, subclass 84) . At page 3 of the January 25, 
2001 Office Action, the Examiner stated that Group I 
includes claims 1-12. However, applicant believes the 
Examiner intended Group I to include only claims 1-8, 
since claims 9-12 are included in Groups II-V, and have 
been withdrawn from consideration. This appeared to be 
clarified in the subsequent official action dated October 
5, 2001. The restriction requirement is attached as 
Exhibit 1 . The claims are attached as Exhibit 2 . 

On page 4 of the January 25, 2001 Office 
Action, Paper No. 12, the examiner, relying upon MPEP 
§806.04 (b), stated that the inventions are patentably 
distinct because: 
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Inventions I and II-V are related as 
mutually exclusive species in an 
intermediate- final product 
relationship. Distinctness is proven 
for claims in this relationship if 
the intermediate product is useful to . 
make other than the final product 
(MPEP §806.04 (b), S"""^ paragraph), and 
the species are patentably distinct 
(MPEP §806. 04(h)). In the instant 
case, the intermediate product is 
deemed to be useful as herbicides, 
fungicides , bactericides , 
insecticides, etc. and the inventions 
are deemed patentably distinct since 
there is nothing on this record to 
show them to be obvious variants. 



II. THE PETITIONERS' RESPONSE 

The petitioners' proper response and request 
for reconsideration under 37 C.F.R. § 111 requested . 
withdrawal of the restriction requirement because the 
search and examination of the entire application could be 
made without serious burden on the examiner. To satisfy 
37 C.F.R. 1.143, the applicants provisionally elected for 
examination on the merits, with traverse, the claims of 
Group I, i.e., claims 1-8. 



III. THE EXAMINER'S RESPONSE. 

In the subsequent official action dated October 
5, 2001, the examiner noted the applicants traversal but 
did not respond to the petitioners arguments and upheld 
the restriction requirement, maintaining the position 
that the other inventions represented by claims 9, 10, 11 
and 12 will support a separate patent. 
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POINTS TO BE REVIEWED 

The petitioners hereby request review and 
withdrawal of the requirement for restriction, 
particularly on the bases that: (1) restriction is not 
proper because the use that the Examiner suggests is not 
supported by the record, and therefore the criteria for 
distinctiveness has not been met; and (2) restriction is 
not proper because search and examination of the entire 
application can be made without serious burden on the 
examiner . 

A, Restriction is not proper because the inventions of 
Groups I-V have not been shown to have separate utility, 
and the criteria for distinctiveness has not been met 

The claims of Group I and Group II -V are 
related as mutually exclusive species in a final product - 
intermediate relationship, respectively. Inventions in 
this relationship are only distinct if it can be shown 
that the intermediate is useful to make other than the 
final product (M.P.E.P. § 806.04(b)). 

Section 806.04(b) of the M.P.E.P. that the 
Examiner relies upon also states : "The examiner must 
give an example of an alternative use but need not 
provide documentation. Applicant then has the burden to 
prove or provide a convincing argument that the 
intermediate does not have the suggested use." The 
Examiner has alleged that the claims of Groups I I-V are 
useful as "herbicides, fungicides, bactericides, 
insecticides, etc." although no evidence or scientific 
reasoning for this contention was provided. 

The Applicants contend that the claims of 
Groups II -V are not known to be useful as herbicides. 



fungicides, bactericides, insecticides, etc.. An 
assertion of such broad utility is ridiculous as 
compounds that have insecticidal activity generally have 
very different physical properties from compounds that 
have herbicidal utility, and so on. Applicants have 
performed a CAS search of the compounds of claims 9-12 
which is attached as Exhibit 3. The search found 2 
references to the claimed compounds: The patent of the 
present reissue proceedings and a subsequent patent, U.S. 
Patent No. 6,197,339, commonly assigned to Pharmacia & 
Upjohn directed to formulations to treat Parkinsons 
disease. No other art was found. There is no evidence 
in the chemical literature that the claimed compounds 
have the use that the Examiners suggests. 

Thus, the standard for restricting Groups I 
from Groups II -V is not proper on the grounds that the 
criteria of distinctiveness in M.P.E.P. § 806.04(b) have 
not been met. This examiner ignores the required 
criteria of distinctiveness in M.P.E.P. § 806.04(b), that 
inventions are distinct only "if it can be shown that the 
intermediate is useful to make other than the final 
product . " 

B. Restriction is Not Proper Because Search and 
Examination of the Entire Application Can Be Made Without 
Serious Burden on the Examiner 

In addition to a showing of distinctiveness, 
the M.P.E.P. requires there to be "reasons for insisting 
on restriction" ... i . e . , separate classification, status, 
or field of search. (See M.P.E.P., §806. 05(c), citing 
§808.02). Likewise, the M.P.E.P. requires that search 
and examination of the entire application would be a 
serious burden on the examiner. If the search and 
examination of an entire application can be made without 




serious burden , the Examiner must examine it on the 
merits, even though it arguably may include claims to 
distinct or independent inventions. MPEP § 803. 
Restriction is not proper in the present case because 
search and examination of the entire application can be 
made without serious burden on the examiner. 

It is respectfully submitted that the compounds 
recited in claims 1-12 all possess the following amine- 
substituted bicyclic core structure: 




Thus, the compounds recited in claims 1-12 can 
be searched and examined without serious burden on the 
Examiner . 

Furthermore, groups II -V are each single claims 
directed to specific compounds. Searches for these 
compounds are simple and straightforward. All of the 
compounds in the claims of Groups II-V were searched on 
CAS on the Web in 11 minutes and 9 seconds as shown in 
Exhibit 4 . There should be no serious burden on the 
Examiner in performing the Patent Office's prior art 
search. Accordingly, it is submitted that the claimed 
compounds are so closely related that all claims can be 
included in one search without an undue burden on the 
examiner and should be examined at this time. 

Additionally, the Patent and Trademark Office 
has, on numerous occasions, searched and examined 
compounds and intermediates, as well as bicyclic and 
tricyclic compounds together. For example, applicant 
draws the Examiner's attention to claims 1 and 38 of U.S. 
Patent No. 5,932,553 (Exhibit 4). This patent discloses 
tricyclic compounds of claim 1 that are useful as 



intermediates for preparing the bicyclic compounds 
recited in claim 38. See for example, column 14, lines 
20-42, where the tricyclic compound HMAF is converted to 
the bicyclic compound 45. In the '553 application, 
claims to tricyclic compounds and bicyclic compounds were 
searched, examined, and allowed in one application. 
Thus, the action requested by Applicant is not without 
precedent . 

If the Examiner maintains the restriction 
requirement, applicant requests that Group I (claims 1-8) 
and Group V (claim 12) should be examined together. The 
compounds recited by these claims possess a common 
tricyclic core ring system. It is submitted that the 
compounds recited in Group I and Group V are likewise 
sufficiently related such that all recited compounds 
could be searched simultaneously without an undue burden 
on the examiner. MPEP § 803. Therefore, if the Examiner 
maintains the restriction requirement, applicant requests 
that Group I (claims 1-6) and Group V (claim 12) be 
examined together . 

Finally, claims 9-12 are each directed to a 
single compound. Because search and examination of all 
of the claims can be made without serious burden 
(emphasis added) on the Examiner, it is respectfully 
submitted that it would be wasteful of the time, effort, 
and resources of both the applicant and the Patent Office 
to prosecute the claims to four compounds in four 
separate divisional applications. Search and examination 
of all groups of claims together would be much more 
efficient than requiring the Patent Office and the 
applicant to do so separately in five separate 
applications . 



Noteworthy are the provisions of MPEP 1451 
which provide the guidance that "Situations yielding 
divisional reissues occur infrequently and usually 
involve only two such files. It should be noted, 
however, that in rare instances in the past, there have 
been more than two (and as many as five) divisional 
reissues of a patent." (Seep. 1400-1453, last paragraph, 
emphasis added) . The small number and narrowness of the 
claims and the relatedness of the subject matter in this 
case certainly should not qualify as one of the rare and 
exceptional reissues requiring five applications as 
alleged by the Examiner. 

In light of the above remarks, applicant 
respectfully requests that the Examiner reconsider and 
withdraw the restriction requirement. 

ACTION REQUESTED 

For the reasons set forth above, the 
petitioners hereby respectfully request the Patent Office 
withdraw the requirement for restriction and an early and 
favorable action on the merits on all pending claims in 
the application. In the alternative, the Applicant's 
request at a minimum, that Groups I and V be recombined 
into a single group, and Groups II -IV be recombined into 
a second group. 



REQUEST FOR EXPEDITED HANDLING 

In the final action, the application was 
rejected under 35 USC §251, the Examiner having alleged 
that the applicants have failed to allege an error that 
is correctable through reissue. Although the applicants 
have alleged that through error without deceptive intent, 
they failed to claim the full scope of their invention, 
and have presented broadening claims 9-12, the Examiner 
has challenged the sufficiency of the reissue application 
as explained above. In the most recent advisory action, 
the Examiner presently suggests that this application 
should be classified as a "no defect" reissue because 
claims 1-8 have no error and claims 9-12 have been 
restricted and withdrawn from consideration. 

Together with this Petition requesting 
reconsideration of the final restriction requirement, the 
Applicants have filed a Notice of appeal. If this 
petition is successful, then one or more of claims 9-12 
should be re-introduced into the application for 
examination on the merits. At that time, either the 
Patent Office will withdraw its rejection and examine the 
new claims on the merits, or will maintain its rejection 
under 35 USC §251, which is the subject of the appeal. 

Because Applicant's period for appeal is 
running concurrently with this petition, and the decision 
on petition is crucial to issues on appeal, expedited 
handling of this petition is requested. Any fee required 
for expedited handling may be charged to deposit account 
number 13-2855. 

Should the Patent Office wish to discuss the 
foregoing, or any matter of form in an effort to advance 
this application toward allowance, the Patent Office is 





urged to telephone the undersigned at the indicated 



number . 



Respectfully submitted, 
MARSHALL, GERSTEIN & BORUN 



Mark H. Hopkins, Ph.D. 
Registration No. 44,775 
Attorney for Applicants 
6300 Sears Tower 
2 33 South Wacker Drive 
Chicago, Illinois 60606-6402 
(312) -474-6300 




April 5, 2002 
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Office Action Summary 



Applipation No. 



AppHcant(s) 



Examtner 



Group Art Unit 
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-^The MAILING DATE of this communication appears on the cover sheet tierteath the correspondence address— 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MQNTH(S) FROM THE MAILING DATE 

OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timety filed after SIX (6) MONTHS 
from the mailing date of tfiis communication. 

- If the period for reply specified above is less tfian thirty (30) days, a repty within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, such period shall, by defauft. expire SIX (6) MONTHS from the mailing date of this communication . 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

Status 



□ Responsive to communication(s) filed on ' [ ' 

□ This action is FINAL. 

n Since this application is in condition for allowance except for formal matters, prosecution as to the merfts Is closed In 
accordance with the practice under Ex parte Quayle, 1935 CD. 1 1; 453 O.G. 213. 



Disposition of Claims 

Claim(s) - 



Of the above claim(s)- 
□ Claim(s) 



. Is/are pending in the application, 
is/are withdrawn from consideration. 
. is/are allowed. 



^ Clalm(s)- 



□ Claim(s)- 

□ Clalm(s)- 



Application Papers 

□ See the attached Notice of Draftsperson's Patent Drawing Review. PTO-948. 

□ The proposed drawing correction, filed on is □ approved □ disapproved. 

□ The drawtng(s) filed on is/are objected to by the Examiner 

□ The specification is objected to by the Examiner. 

□ The oath or declaration is objected to by the Examiner. * ■ - 
Priority under 35 U.S.C. § 119 (aHd) 

□ Acknowledgment is made of a daim for foreign priority under 35 U.S.C. § 11 9(a)-(d). 

□ All □ Some* □ None of the CERTIFIED copies of the priority documents have been 

□ received. 

□ received in Application No. (Series Code/Serial Number) 



is/are rejected. 

- is/are objected to. 

~ are subject to restriction or election 
requirement. 



□ received in this national stage application from the Intemational Bureau (PCT Rule 1 7.2(a)). 

•Certified copies not received:^ 

Attachment(s) 



□ Information Disclosure Statement(s), PTC)-1449, Paper No(s). 

□ Notice of Reference(s) Cited, PTO-892 

□ Notice of Draftsperson's Patent Drawing Review. PTO-948 



□ Interview Summary, PTO-413 

□ Notice of Informal Patent Application, PTO-152 

□ Other 



Office Action Summary 



U. S. Patent and Trademaik Offioe 
FTX>-32S (Rev. 947) 



Part of Paper No. 



•U^. GPO: 1998^54-457/97505 





Application/Control Number: 09/313,534 
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Art Unit: 1625 



DETAILED ACTION 



Reissue Applications 
Claims 1-8 are consideration in this application. 

Claims 9-12 are held withdrawn from consideration as being drawn to nonelected subject 
matter37CFR 1.142(b). 



The request filed on Dece,ber 1 1, 2000for a Continued Prosecution Application (CPA) 
under 37 CFR 1.53(d) based on parent Application No. 09/313,534 is acceptable and a CPA has 
been established. An action on the CPA follows. 

Applicant's communication filed December 1 1, 2000 is noted. To clarify the record, 
there was never any formal interview of December 4, 2000 with the alleged attorney of 
record. The examiner NEVER AGREED that the filing of the present CPA, after two years 
from the grant of the original patent would have no impact on the applicants' right to file 
to enlarge the scope of the claims, that are subject of the instant reissue. This is a false and 
inaccurate allegation by applicants. 

A CPA is a technically/legally a new application. Hence, applicant has now added an 
additional issue of broadening the claims outside the two year period. Further, new rule 37 CFR 
1.176 is applicable herein. 



Continued Prosecution Application 




Application/Control Number: 09/313,534 
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Art Unit: 1625 



Election/Restriction 



Restriction to one of the following inventions is required under 35 U.S.C. 121: 



Claims 1-12, drawn to compounds, composition and use, classified in class 514, 



subclass 292. 

n. Claim 9, drawn to an intermediate, classified in class 546, subclass 158. 
in. Claim 10, drawn to an intermediate, classified in class 546, subclass 159. 

IV. Claim 1 1, drawn to an intermediate, classified in class 546, subclass 162. 

V, Claim 12, drawn to an intermediate, classified in class 546, subclass 84. 
These distinct inventions have acquired separate status in the art, will support separate 

patents, and will require different fields of search for the respective inventions. Accordingly, 
restriction for exanfiination purposes as indicated is considered proper; 35 U.S.C. 121; 37 CFR 
1.141; 37 CFR 1.142. 

Inventions I and II-V are related as mutually exclusive species in an intermediate-final 
product relationship. Distinctness is proven for claims in this relationship if the intermediate 
product is usefiil to make other than the final product (MPEP § 806.04(b), 3rd paragraph), and 
the species are patentably distinct (MPEP § 806.04(h)). In the instant case, the intermediate 
product is deemed to be usefiil as herbicides, fiangicides, bactericides, insecticides, etc., and the 
inventions are deemed patentably distinct since there is nothing on this record to show them to be 
obvious variants. Should applicant traverse on the ground that the species are not patentably 
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distinct, applicant should submit evidence or identify such evidence now of record showing the 
species to be obvious variants or clearly admit on the record that this is the case. In either 
instance, if the examiner finds one of the inventions anticipated by the prior art, the evidence or 
admission may be used in a rejection under 35 U.S.C. 103(a) of the other invention. 

Because these inventions are distinct for the reasons given above and have acquired a 
separate status in the art because of their recognized divergent subject matter, restriction for 
examination purposes as indicated is proper. 

The subject matter of the original patent claims are held to be constructively elected. 
Hence, claims 9-12 are held withdrawn fi-om consideration as being drawn to nonelected subject 
matter. 

The reissue oath or declaration filed December 1 1, 2000 application is defective because 
none of the errors which are relied upon to support the reissue application are errors upon which 
a reissue can be based. See 37 CFR 1.175(a)(1) and see MPEP 1414. 

The reissue statute - 35 U.S.C. 251 - provides for the reissue of patents whenever the 
patent is deemed wholly or partly inoperative or invalid through error without any deceptive 
intention. Applicant fails to allege that the original patent is inoperative or invalid or fails to state 
the reason of a defective specification, or of patentee claiming more or less that patentee had the 
right to claim in the patent. 

Applicant now merely asserts in the declaration filed December 1 1, 2000 that applicant 
failed to claim intermediates. Applicant has added claims directed to inventions which are 
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separate and distinct from the invention defined by the original patent claims. This has 
been clearly set forth in the record. The Office does not allow a reissue patent which does not 
correct any error in the original patent. Note 37 CFR 1.145 and new rule 1.176 eflfective 
November 7, 2000. 

Again, the reissue oath/declaration filed with this application is defective because it fails to 
identify at least one error which is relied upon to support the reissue application. See 37 CFR 
1 . 175(a)(1) and MPEP § 1414. There is no error in the original patent claims. 

The reissue oath/declaration filed with this application is defective because it fails to 
contain a statement that all errors which are being corrected in the reissue application up to the 
time of filing of the oath/declaration arose v^athout any deceptive intention on the part of the 
applicant. See 37 CFR 1.175 and MPEP § 1414. 

Claims 1-8 3xe rejected as being based upon a defective reissue declaration under 35 
U.S.C. 251 as set forth above. See 37 CFR L175. 

As clearly set forth above, there is no error in the original patent claims. 

Any inquiry concerning this communication or earlier communications fi*om the examiner 
should be directed to Ms. Morris whose telephone number is (703) 308-4533. 



January 24, 2001 
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What is daitaed is: 

1. A compound of the foUowing structural fonnulA: 




and phamuccuticaily aocepuble sahs thereof wbereia. 
Ri and are ind^>endently hydrogen. Ci^ alkyi or 

and R2 are joined to fonn pycrc^dine, piperidine, 

niofphoiine or imidazole; 
X is OCH3, SOjRj. SOjCF, or CN; 
R, is alkyl or a C5.10 aromatic ring (optionally 

substituted with a halogen, hydroxyl or aUcyl 

(optionally substituted with halogen or hydroxyl); and 
Y is hydrogen, CL Br, R CS. C^NR.Rj, CF,. 

SOjNRiRj, 

2. The compound of daim 1 wherein R| and R2 are each 
propyl 

3. The conqxxmd of daim 1 wherein R| and R, are each 
methyL 

4. The compound ai claim 1 wherein X is — OCH3. 

5. The conqxwnd of claim 1 wherein Y is hydrogeiL 

6. The compound cf claim 1 which is 

a) (R)-5-Methylamino-l-methoxy-5.6-dihydro-4H- 
imidazo[4,5. l-ij]-quinolin-2( lH>one. 

b) (R)-5-Dimethylamino-l-methoxy-S.6-dihydn>-4H- 
imidazo(4,5,l-ijl-quinolin-2( lH)-onc 

c) (R)*5-Propylamino- l-methoxy•5.6'dihydro-4H- 
imidazo[4,5.1-ij]-quinolin-2(lH><Kle. or 

d) (R)-5-Dq)ropylamino-l-metfaoxy-5,6-dihydro^H- 
imi'd«7o{4JS,l-ijl-quinolin-2( iH>-ooe. 

7. A method for treating anxiotylic disorders in animal or 
human hosts conqirising tibe administration of a phannaccu- 
tically effective amouitt of a conqxMind of Formula I as set 
forth in claim 1. 

8. The method of claim 7 wherein said oooqxxind is orally 
administered in an amount of from about 10 mg to about 
1200 mg per day. 



4830 J> RE 

9. (Tl)-3-Methvlamino-l,2J.4-tetiahvdroqumoline maleate. 

10. (RVMethvl-(K2.3,4-tetrahydrc>3-quinolinvl) carbamic acid, phenvlmethvl ester. 

1 1 ■ (RVMethvl-r 1 >2.3.4-tetrahvdro-l -r(methoxvaniino)carbonvn-3K}uinoIin acid, 
phenvlmethvl ester. 

1 2. Methvl-(1 .2.5,6-tetrahvdro-l -methoxv-2«oxo-4H-imidazor4.5. 1 -iilquinolinvl-5- 
vlV:arbamic acid, phenvlmethvl ester. 
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USE IS SUBJECT TO THE TERMS OF YOUR STN C USTOMER AGREEMENT. 

PLEASE SEE " HELP USAGETERMS " FOR DETAILS. 

COPYRIGHT (C) 2002 American Chemical Soci ety (ACS) 

CHARGED TO COST-2834 1/10101 

STRUCTURE FILE UPDATES: 3 APR 2002 HI GHEST RN 403978-70-1 

DICTIONARY FILE UPDATES: 3 APR 2002 HI GHEST RN 403978-70-1 

TSCA INFORMATION NOW CURRENT THROUGH July 7, 2001 
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Please note that search - term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. Se e HELP CROSSOVER for details. 

Calculated physical property data is now available. See H ELP PROPERTIES 
for more information. See STNote 27, Sea rching Properties in the CAS 
Registry File, for complete details: 

http: //www. cas . orq/ONLINE/STN/STNOTES/stnotes27 .pdf 

The P indicator for Preparations was not generated for all of the 

CAS Registry Numbers that were added to t he H/Z/CA/CAplus files between 

12/27/01 and 1/23/02. Use of the P indie ator in online and SDI searches 

during this period, either directly appen ded to a CAS Registry Number 

or by qualifying an L -number with /P, may have yielded incomple te results. 

As of 1/23/02, the situation has been res olved. Also, note that searches 

conducted using the PREP role indicator w ere not affected. 

Customers running searches and/or SDIs in the H/Z/CA/CAplus files 
incorporating CAS Registry Numbers with t he P indicator between 12/27/01 
and 1/23/02, are encouraged to re -run these strategies. Contact the 
CAS Help Desk at 1 -800-848-6533 in North America or 1 -614-447-3698, 
worldwide, or send an e -mail to help@cas . org for further assistance or to 
receive a credit for any duplicate search es . 

= > 

LI STRUCTURE UPLOADED 

=> s 11 full exact 

FULL SEARCH INITIATED 18:32:29 FILE ' REGI STRY ' 
FULL SCREEN SEARCH COMPLETED - 2 TO ITERATE 

100.0% PROCESSED 2 ITERATIONS 1 ANSWERS 

SEARCH TIME: 00.00.01 

L2 1 SEA EXA FUL LI 

=> dis 12 

L2 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2 002 ACS 
RN 222415-94-3 REGISTRY 

CN Carbamic acid, methyl [ (5R) - 1 , 2 , 5 , 6- tetrahydro- 1 -methoxy- 2-oxo-4H- 
imida20 [4 , 5 , 1 -i j ] quinolin-5-yl] - , phenylmethyl ester (9CI) (CA INDEX 
NAME) 

FS STEREOSEARCH 

MF C20 H21 N3 04 

SR CA 

LC STN Files: CA, CAPLUS , USPATFULL 
Absolute stereochemistry. Rotation (+) . 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' F ORMAT** 

1 REFERENCES IN FILE CA (1 967 TO DATE) 

1 REFERENCES IN FILE CAPLU S (1967 TO DATE) 



= > 

L3 STRUCTURE UPLOADED 

=> s 13 full exact 

FULL SEARCH INITIATED 18:34:09 FILE ' REGI STRY ' 
FULL SCREEN SEARCH COMPLETED - 2 TO ITERATE 

100.0% PROCESSED 2 ITERATIONS 1 ANSWERS 

SEARCH TIME: 00.00.01 

L4 1 SEA EXA FUL L3 

= > 

L5 STRUCTURE UPLOADED 

=> dis 14 

L4 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2 002 ACS 
RN 166742-99-0 REGISTRY 

CN Carbamic acid, methyl [ (3R) - 1 , 2 , 3 , 4 - tetrahydro- 1- ( (methoxyamino) carbonyl] -3 - 

quinolinyl] phenylmethyl ester (901) (CA INDEX NAM E) 
OTHER CA INDEX NAMES: 

CN Carbamic acid, methyl [1 , 2 , 3 , 4 -tetrahydro-1- [ (methoxyamino) carbonyl) -3- 

quinolinyl] phenylmethyl ester, (R) - 
FS STEREOSEARCH 
MF C20 H23 N3 04 
SR CA 

LC STN Files: CA, CAPLUS , USPATFULL 
Absolute stereochemistry. Rotation (+) . 




Me 



**PROPERTY DATA AVAILABLE IN THE 'PROP' F ORMAT** 

2 REFERENCES IN FILE CA (1 967 TO DATE) 

2 REFERENCES IN FILE CAPLU S (1967 TO DATE) 



=> s 15 full exact 

FULL SEARCH INITIATED 18:36:22 FILE 'REGI STRY' 
FULL SCREEN SEARCH COMPLETED - 1 TO ITERATE 

100.0% PROCESSED 1 ITERATIONS 1 ANSWERS 

SEARCH TIME: 00.00.01 
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L6 1 SEA EXA FTJL L5 

=> dis 16 

L6 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2 002 ACS 
RN 166742-98-9 REGISTRY 

CN Carbamic acid, methyl [(3R) -1 , 2 , 3 , 4-tetrahydro- 3-quinolinyl] - , phenylmethyl 

ester {9CI) (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN Carbamic acid, methyl (1 , 2 , 3 , 4 -tetrahydro-3 -quinolinyl ) phenylmethyl 

ester, (R) - 
FS STEREOSEARCH 
MP C18 H20 N2 02 
SR CA 

LC STN Files: CA, CAPLUS, USPATFULL 
Absolute stereochemistry. Rotation ( -) . 



t^-^ 0^ Ph 
Me 

**PROPERTY DATA AVAILABLE IN THE 'PROP' F ORMAT** 

2 REFERENCES IN FILE CA {1 967 TO DATE) 

2 REFERENCES IN FILE CAPLU S (1967 TO DATE) 



L7 STRUCTURE UPLOADED 

=> s 17 full exact 

FULL SEARCH INITIATED 18:37:17 FILE ' REGI STRY ' 
FULL SCREEN SEARCH COMPLETED - 87 TO ITERATE 

100.0% PROCESSED 87 ITERATIONS 1 ANSWERS 

SEARCH TIME: 00.00.01 

L8 1 SEA EXA FUL L7 

=> dis 18 

L8 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2 002 ACS 
RN 166742-75-2 REGISTRY 

CN 3-Quinolinamine, 1,2,3,4 - tetrahydro-N- methyl - , (R) - (9CI) (CA INDEX NAME) 
FS STEREOSEARCH 
MF CIO H14 N2 
CI COM 
SR CA 

LC STN Files: CA, CAPLUS, USPATFULL 
Absolute stereochemistry. Rotation (+) . 
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NHMe 



**PROPERTY DATA AVAILABLE IN THE 'PROP' F ORMAT** 

1 REFERENCES IN FILE CA (1 967 TO DATE) 

1 REFERENCES IN FILE CAPLU S (1967 TO DATE) 



=> file hcaplus 
COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
198 .88 



TOTAL 
SESSION 
199.09 



FILE 'HCAPLUS' ENTERED AT 18:37:40 ON 05 APR 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN C USTOMER AGREEMENT. 

PLEASE SEE " HELP USAGETERMS " FOR DETAILS. 

COPYRIGHT (C) 2002 AMERICAN CHEMICTOj SOCI ETY (ACS) 

CHARGED TO COST=28341/10101 



Copyright of the articles to which record s in this database refer is 
held by the publishers listed in the PUBL ISHER (PB) field (available 
for records published or updated in Chemi cal Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the' copyrighted intelle ctual property of the 
the American Chemical Society and is prov ided to assist you in searching 
databases on STN. Any dissemination, dis tribution, copying, or storing 
of this information, without the prior wr itten consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 5 Apr 2002 VOL 136 ISS 14 
FILE LAST UPDATED: 3 Apr 2002 (20020403/ ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

CAS roles have been modified effective De cember 16, 2001. Please 
check your SDI profiles to see if they ne ed to be revised. For 
information on CAS roles, enter HELP ROLES at an arrow prompt or use 
the CAS Roles thesaurus (/RL field) in th is file. 

The P indicator for Preparations was not generated for all of the 
CAS Registry Numbers that were added to t he CAS files between 12/27/01 
and 1/23/02. As of 1/23/02, the situatio n has been resolved. Searches 
and/or SDIs in the H/Z/CA/CAplus files in corporating CAS Registry 
Numbers with the P indicator executed bet ween 12/27/01 and 1/23/02 may 
be incomplete. See the NEWS message on t his topic for more information. 

= > s 12 

L9 1 L2 

=> dis 19 

L9 ANSWER 1 OF 1 HCAPLUS COPYRIGHT 2 0 02 ACS 
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AN 
DN 
TI 
IN 
PA 
SO 



1999 : 233800 HCAPLUS 
130:272022 

Sustained -release tablet formulation to treat Parki nson disease 

Ju, Tzu-chi Robert 

Pharmacia & Upjohn Company, USA 



PCT Int. Appl. 
CODEN : PIXXD2 
DT Patent 
IiA English 
FAN.CNT 1 

PATENT NO. 



17 pp. 



KIND DATE 



APPLICATION NO. 



DATE 



PI 





^ 3? X D 4 fi ^ 




19990408 
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Text IReferences 



AN 1999:233800 HCAPLUS 
DN 130:272022 

TI Sustained -release tablet formulation to treat Parki nson disease 

IN Ju, Tzu-chi Robert 

PA Pharmacia & Upjohn Company, USA 

SO PCT Int. Appl., 17 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 9916442 A2 19990408 WO 1998-US17992 19980903 

WO 9916442 A3 19990617 
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TI Heterocyclic amines having central n ervous system activity 
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CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 2 

APPLICATION NO. DATE 
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DN 130:272022 

TI Sustained -release tablet formulation to treat Parki nson disease 

IN Ju, Tzu-chi Robert 

PA Pharmacia & Upjohn Company, USA 
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1995 : 750538 HCAPLUS 
123 : 143891 

Heterocyclic amines having central n ervous system activity 

Romero, Arthur G. 

Upjohn Co. , USA 

PCT Int. Appl . , 24 pp. 
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DT Patent 
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PATENT NO. 
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ABSTRACT 



The present invention provides iUodin analogs of the general 
foanula (I): 

0) 




where R^ is (CHJ^— X— Y or H; n is 0 co4;Xis O or S or 
N or abscttC; and Yls an optional^ substituted (Ci-Ce)alkyL 
(Qr-C«j)aryt (Q5-C,o)«yI(Cr<i)alkyl or cy^C^-C^ 
optionally *vwipf4<gng one or more hctcroaioms; a 
add residue, or H when n is 2--4; 
R^ is aibsenc; or Ri and together comptisc a 5-7 mem- 
bercd cydic ring; 

Rs is (Cr<X.)alkyl or H; R^ is H. SCRj:X>^ (Q-CLJalkyL 
O— (Cff— Cii)aiyl or — (C5-Cia)wyl; R5 is H. OH or 
ahsenc R« is (Cr-CU)^^! ^ afasenc R7 is OH or OSi 
((Ct-C>ikyD3;oa:-^^ 

R^ anif R^ togedtcr ari^;«tfa3deaedicxy; 

R« is'optkMialiy stlbstiitated (Ci^CU^aQcyU and 

the bonds xcpcesented by — are hidhridttaUy present or 

id)isefat. The iovefttioifitother providtt dfmcrs comprising 

analogs of focnada ^ ^ 
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3.58 (nu 4M), 3.86 (m. IH), 3-91 (s, IH)* 4 (q, J^12.9 
Hz, 2H), 7,10 (s, IH); NMR (CDQa) 6198-0, 160.1, 
1430, 08.8, 134.6, 129.4, 126.9. 76^ 70-9, 70-6, 64.4, 
63^, 37j6, 27.4, 16.1. 14,2, U,l, 9,4; MS m/z 320 (KT)- 
277, 22S, 185; HRMS for C^^n^Os calcd 32ai623, foofid 
320.1616; UV Xxnax (xaetiLaitol) 331 mzi (€7920). 
CompouQd 20 & 53 

To tbc aoiudon of 188 HMAF (MW 246. 0.764 mmol) 
in to ml acccone aiKi 1 M H^O* solirtioa (1:1) was added 
5 idI 2-brotiioeih:iaoL Tbc mixtuic was sckred at xoom 
temperature for 4_5 h and was partiticacd between ethyl 
acetate and water. The organic extracts we^ washed by 
saturated NaHCO, and saline respectively to neottaL Aft<T 
twittjT dried by MgSO^. the fioUitjon was conoetitrated and 
diromatographed to give 179,2 mg 20 (66.4%) as ydlow 
gum: IR (KBr) 3445, 2914, 1650, 1592, 1502. 1097 cm'*: 
*H NMR (CDO,) 60.71 (xn. IH), 1.07 (m, IH), 135 (nL 
IH), 138 (s, 3H), L48 (m. IH), 2.15 (s, 3H). 3>I7 (t, J=6S> 
Hr, 2H), 3-77 (t. 1=6.0 Hz. 2H). 3,91 (s, IH), 4S4 (q, Jxi^l2 
Hz. 2H), 7.09 (s, IH); ^ NMR (CDOJ 6198.1, 160,6. 
143JL OS.9, 134.4, 1293, I27.a 763, 69w4, 64,1. 37.7, 
3a6, 27 j6, 16-4. 143. 13,2, 9,5; MS tafz 352 (M-?), 326, 
228. 285; HRMS for d^Hj^BrO, (M-H) calcd 35a.0o74, 
found 352.067 X; UV Xinnx (mrrtMnol) 332 nin (e 7777), 53 
was obtained as by pcoduct as a y^ow gunr! *H NMR 
(CDaj 60.72 (m. IH), LOS (m, IH). 132 (m, IH), 137 (s. 
3H), 1.50 (tn, IH), 2.13 (s,3H). 2.15 (S.3H), 3,46 (t-J=<3 
Hz, 2H), 3.65 (in.4H). 3.79 (C«3 Hi, 2H), 3-90(5, IH), 
4.51 (q. J^^r=12 Hz. 2H), 7.09 (a, IH). 
Con^XHind 21 

To tbc solution of 260 mg HMAF (MW 246, 1-057 mmol) 
m 6 mi 2^mc(hoxyi propeae was added 2 drops POO>. The 
mixture was stiaed at room temperature for 6 days and was 
pafCiclocicd b ct wcu i cdiyi «ceaae mid waiec The ot^ganic 
txxeaxxs were wasbed by saturated H^CO^ and saline 
cespectively to ncutraL ACkct bdng ddcd by M^O^, <he 
soiutton was oonocatxaCedaad cfaroinalagts^ed to give 133 
21 (39.6%) as ydlow gum (wiCb 87 mg HMAF 
nxycLod): IR (fCBr) 3457, 2980. 1665. 1598, 1502. 1091 
cm-^, ^H NMR(Ca)0,) 60.72 (m. IH). lOkS (m, 1^. 1.25 
(m. IH), 138 (s. 3H), 1.41, <5« 3H), L42 (s« 3H). 1>49 (m. 
IH). 2.15 (s. 3H), 3,25 3,95 (ClIQ. 4.43 (s,2H), 

7,U («. IH); NMR (CDOj) 5197-7, 159 J, 142-2, 134,9, 
134,8, 130,5, 126l7, ]0a3.76.U54>t«48^37X,27.5«24A 
243. 15.9, 14A 13.0, 93; MS n/t 318 26a 229, 185. 
73; HRMS fcr O^fi^^ cakxl 318,1831. found 318.1823: 
UV Xmax (mrthano!) 330 nm (e 8728). — . . 

Compound 22 

To the solotion of 9-0 HMAF (MW24a, 0.037 tnmol) 
in 9 ml acetone and 1 M H3SO4 solution (1:1) was added 4.5 
ml ethylene giyooL The mixture was stixred at room tern- 
pecanire for 2 h and was pactitioaed between ethyl aceta t e 
and watcx: The otganic egUiactt were washed by saturated 
NaHCOj and saline respectively to neutraL After being 
dried by MgSO^. tiie soludon was conceniraiied and dtro- 
matographed to give 11 mg 22 (100%) m yellow gum: 
IR(EBr) 3439.2914, 1665. 1598, 1508. 1344, 1103 euT^. 
*H NMR (ax:ij> 60.71 (nk. IH), 1,06 (mu IH). 132 (m. 
IH), 136 (s,3H), 1.47 (m, 1H>, 201 (s,3H), 2.14 (s, 3H), 
2.55 (s. IH). 3 37 (U 1=4.5 Hz. 2^). 3.73 (t. ^»4^ Hz. 2H), 
3.98 (s, 1H>. 4.50 (q, W12 Hz. 2H)» 7.09 (s, IH); "C 
NMR (CZX^ 5197.9« l6aa 13S^, 1343. 129.6, 

126-8, 76.1, 7a9. 64i 61-6. 37.5, 71 A. 16i), 14.1. 130. 
93; MS tti^290 (M^ 250.228. 185; HRMS for CxtH,^^ 
cmled,29ai518. found 19ai515; UV JLmax (methanol) 331 
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Compound 10 & 13 

To the solution of 1 g fulvene (MW 216. 4.63 mmol) io 
5 ml acetone and 23 ml 2 M HjSO^ solution was a dde d 25 
ml acrolein. The mixture was stixred at room t cinpcta Oire for 
7 h and was x»atitjooed between ethyl acetate and water. The 
organic extracts were washed by somraied NaHCO, and 
saline rcq>ectively to netztraL After being dried by MgSo^. 
tlic solution was oonccnCiatcd and chromatograf^ed to give 
378 nsg 10 (30.0*) and 241 mg 13 (13.6%). 10 is a ycUow 
gam: a68 (m. IH), LOT (m, IH). 1.32 (m. IH), 136 (s. 3H), 
1.46 (m. IH), 2.01 (s, 3H). 2.06 (s, 3H)- 2.65 (t, >^7,8 Hz, 
2H), 3.00 (m, 2H), 3-93 (s, IH), 7,12 (s, IH), 9.83 (s, IH); 
**C NMR (COa,) 6200.4. 1963, 1573, 139-4. 1383. 
135.4. 133.7. 1253, 75.4, 43.5, 36.9, 27,0, 193, 15.4, 13.4, 
12>l, 8,6; MS m^z 272 (M*), 244, 215, 201; HRMS for 
Cx7Hab03 calcd 272.1413, found 272.1416; UV Xmax 
(mcdianQO 332 imi (e 8500). 13 is also a yellow gum 
(mizcucc): HRMS f<^ C^U^^Os calcd 384.1^37, fouad 
384.1947; UV Xmax (methanol) 329 nm (e 6000). 
CoiiqxxiDd30.31&45 

To the soltztion of 108 mg HMAF (MW246. 0439 mmol) 
in 40 ml acetone and THF (1:1) was added 13 ml methyl 
thioglyoolntc. The nuxtnre was stirred at room temperature 
fcr 4 days and was partitioned between ethyl acetate and 
walec Tlie ocganic cxtiacts were diied by MgSO«. oooocil- 
ttatedandchroaiat ogtapt iedtog|ve44ing30u20mg31 and 
29 mg 45. 30 is ^yellaw gum: ^H NMR (CXK3,) 60.70(m, 
IH). 1-09 (m, IH), 133 (s, 3H), 135 (m, IH), 130 (m, IH), 
2.14 (s. 3H), 2.15 (s, 3H), 3.23 (s, 2H), 3-67 (s, 3H). 3.74 (s, 
3H). 3,92 (s, 2H),4.08 (m. 3H); MS m^438 (M*>. 424, 333, 
315: HRMS for Cj^Hj^jO^Sa calcd 438,1172, found 
438.1188; UV Xmst (methanol) 372 nm (e 10760). 243 nm 
(el4364). 31 is a ligfU yellow gum: NMR (CDCI3) 60^6 
(m. 1H).0.88 (m. IH). 1.04 (m, IH), 132 (s,3H), 138 (m. 
IH), 1:87 (s. 3H). 2.03 (s, 3H), 3.13 (m. 2H)- 3.44 (m. 3H). 
3-73 (s.3H).3.77 (s,3H). 4.02 (s, IH). 4>41 (q.2H); MS mfz 
456 (M*>, 35L 333; HRMS for Q^^O^S^ calcd 
456.1277, found 456.1288; UVXmax (methanol) 263 nm (e 
17264). 204 pm(e864S). 45 is also a ycUow gum: MS m/z 
352 0^ 334, 263, 244. 229. 201; FRMS for C^n^O^S 
calcd 352J345. found 352,1333; UV Xmax (methanol) 328 
nm (€2692). 238 Kim (e 11099). 
- OoaqxMlld 9 

^ Todie«^u£oDor30nig 10(MW272.ailO tntxtf^ in5 
ml THF was added 5 drops HOAc and some sodium 
fym y4 K Ji*jtiy ^ Indf^ Tbe fnixture was stirrod wX room tem- 
peratutc Ibr 1 h and was paititiociod between ethyl acetate 
Atwt waiex: The ocganic cxtrscis were washed by saturated 
^ NH4GL and saline respectively to neutraL Affior bcixig ddcd 
by MgSO^t the sohition was concenttaxed and chromato- 
gcaphed to give 21 xng 9 (693«) as yellow gum: *H NMR 
(CDaj 60j67 (to. IH), 1.06 (m. IH), 1.26 (m. IH), 136 (s, 
3H), 1.46 (m, IH), 1.73 (m, 2H), 2.06 (s, 3H). 2.07 (s. 3H), 
2.74 (m. 2H), 3.70 (C J=63 Hz. 2H), 3-96 (s. IH), 7.14 (s, 
IH): *'CNMR(CDa,) 5197.0, 157,7, 139.6, 139.0. 136.6, 
1363* 128.2, 75,9. 62,0. 373. 334), 273, 24.a 15-9, 13-8, 
12.8, 9,0; MS XO^ 274 (MO* 246, 215. 187; HRMS for 
Ctv^^, caUsd 274-1569, found 274.1557; UV Xmum 
(mctiianoQ 330 mn (e 6700). 
Compdund 27 
To the solution of 163 mg HMAF (MW 246, 0.663 mmd) 
in 10 inl xnediyleae cfalodde was added 0.18 nil pyxidiiie atid 
034 ml phenyl chlocofocmato at O* C- utider atgon. The 
was stzned fof '3 h and was pactitiofied between 
ctf^ acetate and watec. The ccganic cadracts wczc washed 
wtOi saUnc After being ddod 1^ MgSO^. the SdluCaoo was 
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